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1 . [2 The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 

^LTpS *• — 31 ^' iCati ° n <~ RU ' e 46): 

When'' The time limit for filing such amendments is normally 2 months from the date Qf 
international Search Report; however, for more details, see e ac 



Where? Directly to the 



International Bureau of W1PO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 



For more detailed instructions, see the notes on the accompanying 

2 I — I The applicant is hereby notified that no International Search Report wi 
" I I Article I7(2)(a) to that effect is transmitted herewith. 




3 Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 



□ no decision has been made yet on the protest; the applicant will be no 
Further action(s): The applicant is reminded of the following: 
ii l..<= «kH inwnaKnnoi Riirpfln as nrov ded in Rules 90/WS.1 



"ccrct af > 



)ublished by the International Bureau. 
*i tttg ihteTifetiSri a l a uuliu ul i on, or of t h e 



completion of the technical preparations for international publication. 

priority date or could not be elected because they are not bound by Chapter ll. fif.f/c L 1 - '' 
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European Patent Office, P.B, 5818 Patentlaan 2 
NL-2280 HV Rijswijk 
Ojtt Tel. (+31-70) 340-2040. Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Authorized officer 



Margarita Papibl Rovira 
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Form PCT/ ISA/220 (July 1998) 



NOTES TO FORM PCT/1SA/220 



These Notes are intended to give the basic instructions concerning the filing of anwrniments under 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulator* and the Admtn^ativel Inactions 
under that Treaty In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of W1PO. 

In these Notes, "Article-, "Rule", and "Section' refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The apphcant has, after having received the international search report, one opportunity to amend ttiedaims of the 
irrternaW application, ft should however be emphasized that, since all parts of the ^^^^^f^Jt^u^ 
description and drawings) may be amended during the international prebminary examination P^^ns there * 
nTneedto file amendments of the claims under Article 19 except where, e.g. the ap^^ant wants the ^»°^^»hed 
f^mTpur^esof provisional protection or has another reason tor amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 

What part* of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article ^*»*jre 
the international Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 

When? Within 2 months from the date of transmittal of the international search report or 1 S morths from ^priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit out before the completion of the technical preparations for international publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has beenAs filed, see below. 

How? Either by can celling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

Ail the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim » 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to be published. 

What document* must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims, tt should not be 
confused with the "Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1)"). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
International application Is English, the letter must be In English; « the language of the International application 
Is French, the letter must be In French. 
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NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended It mii *> " 

connection with each claim appearing in the international apphcahon (it being understood 
that identical indications concerning several claims may be grouped), whether 

(i) the claim is unchanged; 

(H) the claim is cancelled; 

(iii) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as Wed. 

The following examples illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 fWhere onoinatly there were 48 claims and after amendment of some dams there are 51 ] : 

-aa^lfc) 29,31 , 32, 34, 35, 37 to 48 replaced by amended claims beanng the same numbers, 
daims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2 [Where originally there were 1 5 claims and after amendment of all claims there are 1 1 ]: 
"Claims 1 to 15 replaced by amended claims 1 to 1 1 .' 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 

^msTlo 6 and 14 unchanged; claims 7 to 1 3 canoeHed; new daims 15, 16 and 17 add 
•Claims 7 to 1 3 cancelled; new claims 1 5, 1 6 and 1 7 added; all other claims unchanged. 

4. [Where various kinds of amendments are made]: AA - c .^ift^^h^Amandad 
^Claims 1 -1 0 unchanged; claims 1 1 to 1 3, 1 8 and 1 9 cancelled; claims 1 amended 
daim 1 4; claim 17 subdivided into amended daims 1 5, 1 6 and 1 7; new daims 20 and 21 added. 

■Statement under article 19<1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the ^^^^^^^^^T^ 
that such amendment, might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended daims. 
H must be In the language In which the International appplteatlon Is to be published. 

ft must be brief, not exceeding 500 words if in English or if translated into English. 

ft should not be confused with and does nd replace the letter indicating ^^XaSn? 
as fited and as amended. It must be filed on a separate aheetand must be identified as such by a hearting, 
preferably by using the words "Statement under Article 1 9(1)." 

It may not contain any disparaging comments on the international search report or the relevance °^* atio ™» 
cortd^ed ~ hat report. Reference to citations, relevant to a given claim, contained in the ,ntemat.onal search 
report may be made only in connection with an amendment of that claim. 

Consequence rf a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international ^^ n a^^^" 
has already been submitted, the applicant must preferably, at the same time of fi^g tne amendment* with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a). first sentence). 

Consequence with regard to translation of the International application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the nations ^P^^ ar ^°^° f f 
daimsks amended under Article 19 may have to be furnished to the designated/elected Offices, instead of. or 
in addition to, the translation of the daims as filed. 

For further details on the requirements of each designated/elected Office, see Volume It of the PCX Applicant's 
Guide. 
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PATENT COOPERATION TREATY 

PCT 



INTERNATIONAL SEARCH REPORT 



(PCT Article 18 and Rules 43 and 44) 




Applicants or agents file reference 

06286-292W01 


| CAD ci idtMPQ see Notification of Transmittal of International bearcn Hepon 

l-UH run I ncn m pct/ISA/220) as well as, where applicable, item 5 below. 
ACTION 




International application No. 

PCT/US 01/41665 


International filing date (day/month/year) 

10/08/2001 


(Earliest) Priority Date (Oay/monttvyear) 

11/08/2000 




Applicant 

MILLENNIUM PHARMACEUTICALS INC. 




This international Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of J sheets. 

[X] It is also accompanied by a copy of each prior art document cited in this report 




1 . Basis of the report 

a With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

PI the international search was carried out on the basis of a translation of the international application furnished to this 
1 — 1 Authority (Rule 23.1 (bj). 

b With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| | contained in the international application in written form. 
| | ni e d together with the international application in computer readable form. 
|"X~| furnished subsequently to this Authority in written form. 
[X[ furnished subsequently to this Authority in computer readble form. 

[XI the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
— international application as filed has been furnished. 

[X] the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

2. |T] Certain claims were found unsearchable (See Box I). 

3. Q Unity of invention is lacking (see Box II). 

4. With regard to the title, 

|X| the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 

5. With regard to the abstract, 

nCl the text is approved as submitted by the applicant. 

H the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The ^P^ant may, 
LJ within one month from the date of mailing of this international search report, submit comments to this Authonty. 

6. The figure of the drawings to be published with the abstract is Figure No. 

i — i . .l. rXl None of the figures. 
[ 1 as suggested by the applicant. L— ' * 

[ | because the applicant failed to suggest a figure. 

[ | because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



IN 



IT^IATIONAL SEARCH REPORT 



I PC 



ternational Application No 

PCT/US 01/41665 



A CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C12Q1/68 



Patenl Classification (IPC) or to both national classification and IPC 



B. FI ELDS SEARCHED _ . 

Minimum documentation searched (classification system followed by classification symbols) 



IPC 7 C12Q 



Documentation searched other than minimum documentation lo the extent that such documents are included in the fiekte searched 



Electronic data base consulted during the i nternational search (name of data base and, where practical search terms used) 

EPO-Internal , BIOSIS, MEDLINE, EMBASE, SEQUENCE SEARCH 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, with indication, where appropriate, ot the relevant 



EP 0 200 252 A (GIST BROCADES NV) 
10 December 1986 (1986-12-10) 
abstract, p. 1:1-3: 26 

HUANG ERIC Y ET AL: "Protein expression 

in response to folate stress in 

Escherichia coli ." 

JOURNAL OF BACTERIOLOGY, 

vol. 179, no. 17, 1997, pages 5648-5653, 

XP002226712 

ISSN: 0021-9193 

abstract, p. 5648, 5652 



-/-- 



26,30, 
33-35 



1,26,30, 
33-35 



4-11, 

14-18, 

27-29,32 



P^"| F Ur ther documents are listed in the continuation of box C. 



ID 



Patent family members are listed in annex. 



• Special categories of cited documents : 

•A 1 document defining the general state ot the art which is not 

considered to be of particular relevance 
•E' earlier document but published on or after the international 

filing date 

document which may throw doubts on priority cia<rn(s) | or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 
•CT document referring to an oral disclosure, use, exhibition or 
other means 

•P* document published prior to the international filing date but 
later than the priority date claimed 



later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory undertying the 
invention 

■ document of particular relevance; the claimed invention 

cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

■ document of particu tar relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

* document member of the same patent family 



Date of the actual completion of the international search 

10 January 2003 



Date of mailing of the international search report 



23/01/2003 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL-2280HVRijswijk 
Tel (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 



Authorized officer 



Puonti-Kaerlas, J 
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INTENTIONAL SEARCH REPORT 



International Application No 

| PCT/US 01/41665 



C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • I Citation ot document, with indicatbn.where appropriate, of the relevant passages 



WILSON MICHAEL ET AL: "Exploring 
drug-induced alterations in gene 
expression in Mycobacterium tuberculosis 
by microarray hybridization." 
PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE UNITED STATES, 
vol . 96, no. 22, 

26 October 1999 (1999-10-26), pages 
12833-12838, XP002226713 
Oct. 26, 1999 
ISSN: 0027-8424 

abstract, p f 12833,12835,12836,12838 

WO 01 48248 A (YOUNGMAN PHILIP MILLENNIUM 
PHARM INC (US); MURPHY CHRISTOPHER (US) 
5 July 2001 (2001-07-05) 
abstract, p. 1:7-5:9, claims 

US 6 153 381 A (ROTHSTEIN DAVID M) 
28 November 2000 (2000-11-28) 

abstract, p. 1:5-4:6, 5:5-25, 7:15-8:55, 
claims 

KURT0V D ET AL: "The Aspergillus nidulans 
panB gene encodes ketopantoate 
hydroxymethyl transferase, required for 
biosynthesis of pantothenate and coenzyme 
A." 

MOLECULAR AND GENERAL GENETICS, 

vol. 262, no. 1, August 1999 (1999-08), 

pages 115-120, XP002226714 

ISSN: 0026-8925 

KUNST F ET AL: "THE COMPLETE GENOME 
SEQUENCE OF THE GRAM-POSITIVE BACTERIUM 
BACILLUS SUBTILIS" 

NATURE, MACMILLAN JOURNALS LTD. LONDON, 
GB, 

vol. 390, 1997, pages 249-256, XP000919353 
ISSN: 0028-0836 

SAHM HERMANN ET AL: "D-pantothenate 
synthesis in Corynebacterium glutamicum 
and use of panBC and genes encoding 
L-valine synthesis for D-pantothenate 
overproduction" 

APPLIED AND ENVIRONMENTAL MICROBIOLOGY, 
WASHINGTON, DC, US, 

vol. 65, no. 5, May 1999 (1999-05), pages 
1973-1979, XP002138605 
ISSN: 0099-2240 

-/~ 



1,4-11, 

14-18, 

27-29,32 



1,4-11, 

14-18, 

27-29,32 



1,4-11, 

14-18, 

27-29,32 
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INT ATIONAL SEARCH REPORT NULtional Application No 



PCT/US 01/41665 



1 



C.(Continuat 

Category * 


on) DOCUMENTS CONSIDERED TO BE RELEVANT 

Citation of document, with indication. where appropriate, of the relevant passages h 


elevant to claim No. 


A 
A 

P,A 


BAIGORI M ET AL: "ISOLATION AND 
CHARACTERIZATION OF BACILLUS SUBTILIS 
MUTANTS BLOCKEDIN THE SYNTHESIS OF 
PANTOTHENIC ACID" 

JOURNAL OF BACTERIOLOGY, WASHINGTON, DC, 
US, 

vol. 173, no. 13, July 1991 (1991-07), 
pages 4240-4242, XP001002216 
ISSN: 0021-9193 

CR0NAN J E ET AL: "Genetic and 
biochemical anlysis of pantothenate 
biosynthesis in Escherichia coli and 
Salmonella typhi murium" 
JOURNAL OF BACTERIOLOGY, WASHINGTON, DC, 

us, 

vol. 149, no. 3, 

1 March 1982 (1982-03-01), pages 916-922, 

XP002092395 

ISSN: 0021-9193 

cited in the application 

QUINLIVAN E0IN P ET AL: "Mechanism of the 
antimicrobial drug trimethoprim 
revisited." 
FASEB JOURNAL, 

vol 14, no. 15, December 2000 (2000-12), 
pages 2519-2524, XP002226715 
ISSN: 0892-6638 
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International Application No. PCTXJS 01 A1665 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 



Present claims 1, 4-11, 14-18, 27-29, and 32 relate to methods of 
determining and preparing a test compound which is an inhibitor of 
bacterial tetrahydrof ol ate synthesis / antibacterial agent by using a 
promoter the activity of which is increased in the presence of a compound 
inhibiting tetrahydrof ol ate synthesis. The claims cover all promoters 
having this characteristic or property, whereas the application provides 
support within the meaning of Article 6 PCT and/or disclosure within the 
meaning of Article 5 PCT for only a very limited number of such 
promoters. In the present case, the claims so lack support, and the 
application so lacks disclosure, that a meaningful search over the whole 
of the claimed scope is impossible. Consequently, the search has been 
carried out for those parts of the claims which appear to be clear, 
supported and disclosed, namely those parts relating to the panB promoter 
disclosed in the description (example 1). 

Claims 26 30, 33 and 34 relate to compounds and compositions 
identifiable/prepared by the methods of claims 14, 29 and 32. The 
compound and compositions are further characterised by being inhibitors 
of bacterial tetrahydrof ol ate synthesis / antibacterial agents The 
claims cover all compounds and compositions having this characteristic or 
property, whereas the application provides support within the meaning of 
Article 6 PCT and/or disclosure within the meaning of Article 5 PCT for 
only a very limited number of such compounds and compositions. In the 
present case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful search over the whole of the claimed scope 
is impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be clear, supported and disclosed, 
namely those parts relating to trimethoprim and sulfamethoxazole 
disclosed in the description (example 1). 

Claims 20-25 31 and 35 are directed to a method of treatment of the 
human/animal body. Normally the search would be based on the alleged 
effects of the compounds. However considering the shortcomings, 
especially the lack of conciseness mentioned supra, the search has been 
limited to to those part of the claims which appear to be clear, 
supported and disclosed, namely those parts relating to trimethoprim and 
sulfamethoxazole. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims relating to inventions in respect of which no international 
search'report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US 01/41665 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international Search Report has not been established in respect of certain claims under Article I7(2)(a) for the following reasons: 
^ because they relate to subject matter not required to be searched by this Authority, namely: 



be^sethey relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



see FURTHER INFORMATION sheet PCT/ISA/210 

3 " I— ' belau^Sfey are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box il Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1.1 1 As all required additional search fees were timely paid by the applicant, this International Search Report covers all 

' ' searchable claims. 



2. ["I As all searchable claims could be searched without effort justifying an additional fee. this Authority did not invite payment 
— of any additional fee. 

3 1 1 As only some of the required additional search fees were timely paid by the applicant, this International Search Report 

1 I covers only those claims for which fees were paid, specifically claims Nos.: 



4 I I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
' 1 1 restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additiona! searcn fees were accom P anied b V me a PP licant,s protest. 



j j no protest accompanied the payment of additional search fees. 
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